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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Atty's Docket No. 101195-54 



APPLICANT : Gerhard Wolff et al . 

FILED : Concurrently Herewith 

FOR : Gene Transfer Vector for the Diagnosis and 

Therapy of Malign Tumors 

PRELIMINARY AMENDMENT 

Hon. Assistant Commissioner of Patents 
Washington, D.C. 2 0231 

Sir: 

Prior to examination, please amend the application as 
follows : 

IN THE CLAIMS 

Please make claims 4 to 15 solely dependent on claim 1. 



REMARKS 

The above amendments were made to eliminate multiple 
dependent claims. 

Respectfully Submitted, 




3ruce S./ionda 
Attorney for Applicant 
Norris, McLaughlin & Marcus P. A. 
220 East 42 nd Street, 30 th Floor 
New York, N.Y. 10017 
Telephone : (212) 80 8-0700 
Telecopier: (212) 808-0844 
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PATENTS 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Atty's Docket No. 101195-54 

EXAMINER : 
GROUP ART UNIT : 

APPLICANT : Gerhard Wolff, et al . 

APPLN. NUMBER : 09/869,508 
FILED : June 28, 2001 

FOR : Gene Transfer Vector for the Diagnosis and 

Therapy of Malign Tumors 

PRELIMINARY AMENDMENT 

Hon. Assistant Commissioner of Patents 
Washington, D.C. 20231 

Sir : 

Prior to examination, please amend the application as 
follows : 

IN THE SPECIFICATION 

Page 1, after line 2 , please insert --Background of the 
Invention- - ; 

Page 4, after line 4 , please insert --Summary of the 
Invention- - ; 
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Page 5, after line 19, please insert 
--Brief Description of the Drawings- - 

Fig. 1 - chart illustrating the expression cassette; 

Fig. 2 - chart illustrating a kind of "box-of -bricks" system in 

which the therapeutic genes can be replaced with a low 

amount of effort; 
Fig. 3 - chart illustrating the generation of a recombinant 

adenoviral plasmide containing the expressing cassette 

by homologous recombination in the BJ cells; 
Fig. 4a- graft showing the constitutive promoter leading to a 

continuous increase of the serum content of hAAT; and 
Fig. 4b- graft showing the Ad vector with the YB-a promoter 

leading to a temporarily very high expression with a 

maximum serum content of hAAT on the third day. 

Description of the Preferred Embodiment--. 
IN THE CLAIMS 

Please amend the claims as follows. A clean copy is also 
enclosed . 

1- Gene transfer vector, comprising 

- the YB-1 promoter, its mutants or deletion variants, 

- a transgene or the cDNA of a transgene 
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two multi -cloning sites (MCS) suited to cutting out the 
transgene for restriction enzymes surrounding the transgene . 

2. Gene transfer vector according to Claim 1, wherein the 
transgene is a therapeutic gene. 

3. Gene transfer vector according to Claim 1, wherein the 
transgene is a reporter gene. 

4. (amended) Gene transfer vector according to Claim 1, wherein 
the therapeutic gene is a cell-cycle regulating or a proapoptotic 
gene . 

5. (amended) Gene transfer vector according to Claim 1, wherein 
pl6, p21, p53 or Bax is used as a therapeutic gene. 

6. (amended) Gene transfer vector according to Claim 1, wherein a 
regulating element is additionally inserted into the vector. 

7. (amended) Gene transfer vector according to Claim 1, wherein 
the multi-cloning sites (MCS) contain at least 3 enzyme 
restriction sites interfaces for restriction enzymes. 



3 



8. (amended) Gene transfer vector according to Claim 1, wherein 
the multi-cloning sites (MCS) contain enzyme restriction sites for 
restriction enzymes 5-10. 

9. (amended) Gene transfer vector according to Claim 1, wherein 
the multi -cloning sites (MCS) for restriction enzymes contain no 
enzyme restriction sites occurring within the sequences of the YB- 
1 promoter. 

10. (amended) Gene transfer vector according to Claim 1, wherein 
the multi-cloning sites (MCS) contain sticky enzyme restriction 
sites and blunt enzyme restriction sites for restriction enzymes. 

REMARKS 

The above amendments were made to place the application 
into proper United States Patent Format. 

Respectfully Submitted,.. 



Bruce S . Londa 
Attorney for Applicant 
Norris, McLaughlin & Marcus P. A. 
220 East 42 nd Street, 30 th Floor 
New York, N.Y. 10017 
Telephone : (212) 808-0700 
Telecopier: (212) 808-0844 
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Amended Claims - Marked-Up Copy 

1. Gene transfer vector, comprising 

- the YB-1 promoter, its mutants or deletion variants, 

- a transgene or the cDNA of a transgene 

two multi-cloning sites (MCS) suited to cutting out the 
transgene for restriction enzymes surrounding the transgene. 

2. Gene transfer vector according to Claim 1, wherein the 
transgene is a therapeutic gene. 

3. Gene transfer vector according to Claim 1, wherein the 
transgene is a reporter gene. 

4 . (amen ded) Gene transfer vector according to Claims 1 and 2 

Claim 1 , wherein the therapeutic gene is a cell-cycle regulating 
or a proapoptotic gene. 

5 . (amended) Gene transfer vector according to — Claimo — 3r-r — 2 — and — 4- 

Clai m 1, wherein pl6, p21, p53 or Bax is used as a therapeutic 

gene . 

6. ( amended) Gene transfer vector according to Claims — 1 — S Claim 1 , 
wherein a regulating element is additionally inserted into the 
vector . 



Amended Claims - Marked-Up Copy 



1 - (amended) Gene transfer vector according to--~ejra4-ffl~^r— & Claim 1 , 
wherein the mult i -cloning sites (MCS) contain at least 3 enzyme 
restriction sites interfaces for restriction enzymes. 

8 * (amended) Gene transfer vector according to— Gl~a4-ms — 1 — 7 Claim 1 , 
wherein the mult i -cloning sites (MCS) contain enzyme restriction 
sites for restriction enzymes 5-10. 

9 - (amended) Gene transfer vector according to Claimo 1 0 Claim 1 , 
wherein the mult i -cloning sites (MCS) for restriction enzymes 
contain no enzyme restriction sites occurring within the sequences 
of the YB-1 promoter. 

10. (amended) Gene transfer vector according to — Claim s — 3—9 Claim 
1, wherein the multi-cloning sites (MCS) contain sticky enzyme 
restriction sites and blunt enzyme restriction sites for 
restriction enzymes . 

^r~. — Use — of — the vector according to — Claim s — 1 10 — fo^ — fche — treatment 
of — tumours ;- 

12--: — Uee — ef — t-ho vector accor d in g to — Cla ims — 1 — 1-0 — — fe-h-e — to atmeefe 

e- f chem o reoiotaftt tumours. 



Amended Claims - Marked-Up Copy 



13 . Uoc of — fe4^e vootep-aeeejeefeig — to Claim s — i — — — fefee — to^fefflert 
of e fe emo sensiti v e tufftouro . 

i-4-: — Use — o-f — fefee vect ^ accordin g — fee — Gie4-ms — 1 — 1-0 — #er — fehe — tr c at r n eftfe 

of b r east — cancer-.- 

±5-. — Use — e£ — fete — ¥eete — according to — Claims — 1 10 — — fehe — micro 
loca l- io atie ft of tumour 
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Gene transfer vector for the diagnosis and the therapy of malign 
tumours 

The invention relates to a new gene transfer vector and its use, 
in particular for the treatment of chemo-resistant tumour cells. 

It is known that about 50% of all tumours cannot be treated as 
they are "multi-drug resistant". For example, breast cancer cells 
can be either primarily resistant against chemotherapy or can 
develop this resistance in a later phase after initially 
successful therapy (secondary therapy resistance) . 

Such a resistant phenotype can result from the over- expression of 
a transporter protein. This so-called P-Glycoprotein forms a kind 
of pump for example for the above mentioned chemotherapy as a 
trans -membrane protein, by which these therapeutics are 
transported back into the extra-cellular area. The P-Glycoprotein 
is coded by the MDR-1 ("Multi-drug resistance") gene, which is 
regulated on a transcriptional level by the YB-1 binding protein, 
the latter binding on the "Y box" within the DNA sequence of the 
MDR-1 gene (Van Veen and Konings et al, 1997, Sem Cancer Biol, 
8, 183-191) . 

The YB-1 promoter controls the expression of the YB-1 protein, 
which is a member of the family of the "Y box" binding proteins. 
These Y box factors belong to a highly conserved class of 
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proteins which play a role in the regulation of transcription and 
translation. The proteins bind to a sequence within the DNA of a 
target gene (the so-called Y box sequence) , by which the 
expression of this gene results (Bargou et al, 1997, Nat Med, 3, 
447-450) . 

YB-1 is strongly expressed in the course of cell proliferation 
and can be induced by genotoxic substances, e.g. chemo- 
therapeutics , UV light and ionising radiation (Koike et al, 1997, 
Febs Lett, 417, 390-394) . In addition, it has been established 
that the expression of YB-1 is considerably increased in 
proliferating cells such as embryonal and regenerating tissues, 
whereas this condition is reversed in tissue differentiation 
(Grant and Deeley, 1993, Mol Cell Biol, 12, 4186-4196, Spitkovsky 
et al, 1992, Nucleic Acido Res, 20, 797-803). 

Our own studies have shown that the over-expression of the MDR-1 
gene in breast cancer cells and the intrinsic multi-drug 
resistance connected therewith are connected with the activity 
and localisation of the YB-1 protein (Bargou et al , 1997, Nat 
Med, 3, 447-450) . 

In cases of chemo-resistance, it is therefore necessary to find 
an alternative to the use of chemo- therapeutics . 
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It is known that gene therapy is used for the treatment of 
acquired and inherited diseases, with it being a question of the 
transfer of a therapeutic gene, for example a tumour suppressor 
gene. Various vector systems are available in this context, in 
order to achieve the highest possible share of cells of the 
target tissue in the gene transfer. In this, viral vectors have 
proven to be most suited up to now. Adenoviral vectors are being 
used increasingly more often as they can infect a plurality of 
tumour tissues with great effectivity. Each of these vectors 
contains a specific expression cassette (EC) , which enters the 
target cell through the adenoviral infection. This expression 
cassette comprises a promoter and a therapeutic gene, with the 
promoter ensuring the expression of the gene in the target cells. 
Promoters frequently used are, for example, SV4 0, RSV and CMV 
(Sandig et al , 1997, Nat med, 3, 313-319). 

The fact that adenoviruses can infect a number of types of tissue 
is, on the one hand, a benefit of this gene transfer system. 
Customary adenoviral strategies, on the other hand, are 
insufficient in certain diseases/therapies. It is therefore 
necessary to develop therapies in which the gene expression is 
only restricted to certain cells . This can be achieved by tissue- 
specific promoters . The use, for example, of tumour-specific 
promoters creates the possibility of only expressing the 
therapeutic gene in the tumour tissue and not in the adjoining, 
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likewise infected standard tissue (Robbins et al , 1998, Trends 
Biotechnol, 16, 35-40) . In this way, the target precision of the 
gene transfer is increased, by which it becomes possible also to 
use therapeutic genes which are damaging for normal cells. 

The invention was thus based on the task of developing a vector 
with an expression cassette containing a tumour- specif ic promoter 
which only expresses a relevant gene in chemo- resistant tumour 
cells. This gene therapy vector is thus to be used in tumour 
cells which are already chemo-resistant and thus no longer react 
to a conventional chemotherapy. 

On the one hand, the cassette is to be constructed in such a way 
that it can be cloned into various gene transfer vectors, for 
example adenoviral vectors. On the other hand, it is 
simultaneously to be possible to clone the varied therapeutic 
genes into this cassette "downstream" from the promoter without 
great technical efforts. 

The task is solved according to the patent claims by a vector 
possessing the following components: the YB-1 promoter, a 
transgene and two "multiple cloning sites" (MCS) . In this, the 
tumour- specif ic YB-1 promoter is to bring a transgene to 
expression in chemo-resistant tumour cells by adenoviral gene 
transfer. This transgene can be a therapeutically relevant gene 
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such as an apoptosis - inducing gene, through which a demise of the 
tumour cells is initiated. But it can also be a "prodrug 
converting enzyme", which converts a certain molecule added from 
the outside ("prodrug") into a pharmacologically active agent, 
which then has its therapeutic effect on the tumour cells. In 
addition, two different therapeutically relevant genes can be 
placed under the control of the YB-1 promoter in a so-called 
double-gene transfer. 

In this, the YB-1 promoter is cloned into a correspondingly 
adapted MCS of a vector. The latter is characterised in that it 
contains a number of selected enzyme restriction sites which 
permit cloning a new therapeutic gene into the expression 
cassette "downstream" of the promoter without changes having to 
be made to the remaining vector or to the YB-1 promoter already 
to be found in the vector. 

The new gene transfer vector can be used for the treatment of 
tumours. Preferably, it is suitable for the treatment of chemo- 
resistant tumours. A further possibility of application is in 
diagnosis (micro-localisation of tumours) . 

EXAMPLE OF EMBODIMENT 1 

To start with, the corresponding therapeutic gene is cloned 
behind the YB-1 promoter (nucleotide 259-294 of the MCS of the 



pCR2.1 vector of Invitrogen and nucleotide 453-2150 of the YB-1 
promoter sequence, gene bank Acc . # X96666) . These two elements 
represent the expression cassette (see Fig. 1) . In this, the YB-1 
promoter is cloned into an MSC of a vector adapted specifically 
for this purpose in such a way that various therapeutic genes can 
be put under the control of the promoter without the MCS having 
to be adapted again. This is a MCS containing a group of 
specifically selected enzyme restriction sites. These restriction 
sites are to permit a quick and uncomplicated exchange of the 
therapeutic genes into the expression cassette "downstream" of 
the promoter. Additional changes to the remaining vector and to 
the YB-1 promoter already existing are avoided in this way. Thus, 
there results a kind of "box-of -bricks " system in which the 
therapeutic genes can be replaced with a low amount of effort 
(see Fig. 2) . 

The expression cassette containing the YB-1 promoter and the 
therapeutic gene is then cloned into a so-called transfer 
plasmide (TP) . This plasmide contains a part of the adenoviral 
genome. For this step, the enzyme restriction sites of the MCS 
surrounding the EC and also existent in the transfer plasmide are 
used. The TP is then transformed into bacteria (BJ cells) with 
the "helper pla smide" (HP) . The helper plasmide possesses the 
entire adenoviral genome with the exception of the El and E3 
region, with the El deletion making the virus replication- 
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deficient . As the adenoviral genome sections surrounding the EC 
in the TP have a homology with certain sections of the genome of 
the HP, a recombinant adenoviral plasmide containing the 
expression cassette (see Fig. 3) is generated by homologous 
recombination in the BJ cells. By gene transfer techniques such 
as calcium phosphate precipitation or liposomes, this recombinant 
adenoviral plasmide is then inserted into a production cell line 
(293; human, embryonal renal cell line), in order to lead to 
production of replication-deficient viruses. The latter contain 
the therapeutic gene under the control of the tumour-specific YB- 
1 promoter. After this, tumours of chemo-resistant cell lines are 
established in various mouse strains (SCID and nude mice) (e.g. 
of epithelial origin) , which are then infected with the 
recombinant virus. The measurement of the transgene expression by 
e.g. ELISA and immuno-histochemical techniques and its effect on 
the tumour are then analysed with regard to a possible 
therapeutic approach . 

EXAMPLE OF EMBODIMENT 2 

The invention was checked in vivo for the prol if eration- specif ic 
activity of the YB-1 promoter in an animal model. It is known 
that adenoviral vectors drive hepatocytes into proliferation on 
the third day after vector application. For this reason, two 
adenoviral vectors were compared in SCID mice with human alpha 1- 
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antitrypsin (hAAT) , which were only distinguished by the promoter 
(AdYB-l.hAAT or AdRSV.hAAT) in a liver gene transfer model. 

The constitutive promoter led to a continuous increase of the 
serum content of hAAT (Fig. 4A) . In contract, the Ad vector with 
the YB-1 promoter led to a temporarily very high expression with 
a maximum serum content of hAAT on the third day (Fig. 4B) . 

l.OxlO 9 pfu AdRSV.hAAT (A) or AdYB-l.hAAT (B) was injected 
intravenously into SCID mice (n=3 for A and B) . The serum content 
of human alpha 1 -ant itrypsin (hAAT) was determined by means of 
ELTSA. 

In this way, the proliferation-specific activity of the YB-1 
promoter was proven. 



8 



PATENT CLAIMS 

1. Gene transfer vector, comprising 

- the YB-1 promoter, its mutants or deletion variants, 

- a transgene or the cDNA of a transgene 

two multi-cloning sites (MCS) suited to cutting out the 
transgene for restriction enzymes surrounding the transgene. 

2. Gene transfer vector according to Claim 1, wherein the 
transgene 13 is a therapeutic gene. 

3. Gene transfer vector according to Claim 1, wherein the 
transgene is a reporter gene. 

4. Gene transfer vector according to Claims 1 and 2, wherein the 
therapeutic gene is a cell -cycle regulating or a proapoptotic 
gene . 

5. Gene transfer vector according to Claims 1, 2 and 4, wherein 
pl6, p21, p53 or Bax is used as a therapeutic gene. 

6. Gene transfer vector according to Claims 1-5, wherein a 
regulating element is additionally inserted into the vector. 
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7. Gene transfer vector according to Claim 1-6, wherein the multi- 
cloning sites (MCS) contain at least 3 enzyme restriction sites 
interfaces for restriction enzymes. 

8. Gene transfer vector according to Claims 1-7, wherein the 
multi-cloning sites (MCS) contain enzyme restriction sites for 
restriction enzymes 5-10. 

9. Gene transfer vector according to Claims 1-8, wherein the 
multi-cloning sites (MCS) for restriction enzymes contain no 
enzyme restriction sites occurring within the sequences of the YB- 
1 promoter. 

10. Gene transfer vector according to Claims 1-9, wherein the 
multi-cloning sites (MCS) contain sticky enzyme restriction sites 
and blunt enzyme restriction sites for restriction enzymes. 

11. Use of the vector according to Claims 1-10 for the treatment 
of tumours . 

12. Use of the vector according to Claims 1-10 for the treatment 
of chemo- resistant tumours. 

13. Use of the vector according to Claims 1-10 for the treatment 
of chemo- sensitive tumours. 
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14. Use of the vector according to Claims 1-10 for the treatment 
of breast cancer. 

15. Use of the vector according to Claims 1-10 for the micro- 
localisation of tumours. 
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ABSTRACT 



The invention relates to a gene transfer vector for diagnosis and 
therapy of malign tumours, coding for an arbitrary transgene 
under the control of the tumour- specif ic YB-1 promoter. It 
comprises the YB-1 promoter, a transgene and two "multiple 
cloning sites" surrounding the transgene suited for restriction 
enzymes for cutting out the transgene. An arbitrary gene can be 
cloned into the construction, in order to be expressed tissue- 
specifically into chemo-resistant tumour cells. 
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Norris, McLaughlin Sc Marcus, P. A. If each inventor understands English, the Declaration and 

Power of Attorney below is suitable for use when filing a 
220 East 4-2 nd Street 30th Floor regular patent application and also when entering the 

New York, NY 1001 7 national stage, in the case of an International application 

designating the USA under the PCT. 



COMBINED DECLARATION AND POWER OF ATTORNEY FOR 
PATENT APPLICATION 



Attorney Docket No- 
101195-54 



As a below named inventor, I hereby declare that: 

My residence, post office address and citizenship are as stated below next to my name. 
T believe I arn the original, first and sole inventor (if only one name is listed below at 201) or an original, 
iii st and joint inventor (if plural names arc listed below at 201-210) of the subject n2jfter_which is claimed 
and for which a patent is sought on the invention entitled 



Gene Transfer Vector for the Diagnosis and Therapy of Malign Tumors 
the specification of which (check one) 
is attached hereto 



3 £u /y/Ds/of 



was filed on 



27 December 1999 
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n 




'5/7-/01 



under Serial Number 



_PCT/DE99/04099_ and was amended on <ZOf 

(if applicable). 



I hereby state that I have reviewed and understand the contents of the above-identified specification, 
including: the claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to the examination of this application in 
accordance with Title 37, Code of Federal Regulations, Section 1.56. 

1 list below any prior foreign application(s) for patent or inventor's certificate in respect of which foreign 
priority benefits are claimed under 35 USC 119; and any prior foreign application(s) for patent or inventor's 
certificate in respect of which such foreign priority rights are not claimed and which has a filing date before 
that o f any application in respect of which such foreign priority benefits are claimed: 



Application Number 



Country 



Filing Date 

(day, month, year) 



Priority 
Claimed under 
35 USC 119 



198 60 602.8 



Germany 



29 December 1998 



YES: 
NO: 



YES:_ 
NO: 



YES; 
NO: 



I hereby claim the benefit under Title 35 ? United States Code, §1 19(e) of any United States provisional 
application(s) listed below. 



Application No, 



Filing Date 



6S9H ZOO/ZOO d m-i 
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1 hereby appoint the following attorney(s) and/or agent(s) to prosecute this application and to transact all 
business in the Patent and Trademark Office connected therewith: 



Bruce S. Londa (33,531) Lorimer P. Brooks (15,155) William R. Robinson (27,224) 
Kurt G. Brisco (33,141) William C. Gerstenzang (27,552) Robert A. Hyde (46,354) 
Davy E. Zoneraich (37,267) Mark A. Montana (44,948) 



201 


Family Name 


First Given Name 


Second Given Name 


DORKEN 


Bernd 






City of Residence 


State or Foreign Country 


Country of Citizenship 




Berlin 


Germany 


Germany 




Post Office Address 


City 


State & ZlP/Country 




Lyckallce 47 


D-14055 Berlin 


Germany 


202 


Family Name 


First Given Name 


Second Given Name 


WOLFF 


Gerhard 






City of Residence 


State or Foreign Country 


Country of Citizenship 




Berlin 


Germany 


Germany 




Post Office Address 


City 


State & ZIF/Country 




Gethsemanestrasse 5 


D-10437 Berlin 


Germany 


203 


Family Name- #7^) 
ROYER ^ 


First Given Name 
Hans-Dietex- 


Second Given Name 




City of Residence 

-Beeta LJC-sfa 


State or Foreign Country 
Germany 


Country of Citizenship 
Germany 




Post Office Address 

Pen 0or^foi%:(4£u^ &&\ /cro>^ 

Huninger Strasse 52h ^ \ 


City 

noli r Ou 5/ tLPoilf- 

D-14191 Berlin 


State & ZfP/Country 
Germany 


204 


Family Name 


First Given Name 


Second Given Name 


WOISCHWILL 


Chrisriane 






City of Residence 


State or Foreign Country 


Country of Citizenship 




Berlin 


Germany 


Germany 




Post Office Address 


City 


State & ZlP/Country 


■ 


Lehder Strasse 72 


D-130S6 Berlin 


Germany 



699-d 20Q/S00 6 fr09-l 
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205 


Family Name 
JANZ 


First Given Name 
Martin 


Second Given Name 




City of Residence 

Berlin 


State or Foreign Country 
Germany 


Country of Citizenship 

Germany 




Post Office Address 
Soldiner Strasse 30 


City 

D-13359 Berlin 


State & ZIP/Country 
Germany 


206 


Family Name 
SCHUMACHER 


First Given Name 
Axel 


Second Given Name 




Oty of Residence 
Berlin 


State or Foreign Country 
Germany 


Country of Citizenship 
Germany 




Post Office Address 
Charlottenstrasse 3 8 


City 

D-131 56 Berlin 


State & ZIP/Country 
Germany 


207 


Family Name 


First Given Name 


Second Given Name 


Ciry of Residence 


State or Foreign Country 


Country of Citizenship 


Post Office Address 


City 


State & ZIP/Country 


208 


Family Name 


First Given Name 


Second Given Name 


City of Residence 


State or Foreign Country 


Country of Citizeosh ip 


Post Otfice Address 


City 


State & ZIP/Country 


209 


Family Name 


First Given Name 


Second Given Name 


City of Residence 


Staie or Foreign Country 


Country of Citizenship 


Post Office Address 


City 


State & ZIP/Country 
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210 



Family Name 



City of Residence 



Post Office Address 



First Given Name 



Stale or Foreign Country 



Ciry 



Second Given Name 



Country of Citizenship 



State & ZlP/Country 



1 hereby declare that alt statements made herein of my own knowledge are true and that all statements made 
on information and belief are believed to be true; and former that these statements were made with the 
knowledge that willful false statements and the like so made are punishable by fine or imprisonment, or 
both, under section 1001 of Title IS of the United States Code, and that such willful false statements may 
jeopardize the validity of the application or any patent issuing thereon. 



Signatme of Inventor 201 Kj/y \4w/L^ 


T 3/3 /t? 


Signature of Inventor 202 


Date 

_i 


Signature of Inventor 203 ^^^^ ^^^^J 


S ate ft /or/ of 


Sign*™ of inventor 204 ^ Q&f^Qj^ {jO^^jAf) £L 




Signature of Inventor 205 Tta4<i*_ VxlJ^" 


Date : / 

A$\ f (Of 


Signature of Inventor 206 C7) //"^ J 


Date 


Signature of Inventor 207 / 


Date 


Signature of Inventor 208 


Date 


Signature of Inventor 209 


Date 


Signature of Inventor 210 


Date 





699-d 200/900 d fr09-l 
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smjEfl <y uiiqane-jDfl s i J jou-iiiojj ^IZ-Z[ 10-Z0-I n f 
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N orris, McLaughlin 8c Marcus, F-A» 

220 East 42 nd Street, 30th Floor 
New York. NY 10017 



tf each inventor understands English, the Declaration and 
Power of Attorney below is suitable for use when filing a 
Tegular patent application ftfld ajfr? when entering the 
national stage, in the case of an International application 
designating the USA under the PCT. 



COMBINED DECLARATION AND POWER tit ATTORNEY FOR 
PATENT APPUCATION 



Attorney Docket No 
101195-54 



As a below named inventor, I hereby declare that: 

My residence, post office address and crticpengthip are as stated below next to my name, 
T believe I am the ori^xuil, first and sole inventor (if only one name is listed below at 201) or an original*, 
first and joint inventor (if plural names are listed below at 201-210) of the subject matter -which is claimed 
and for which a patent is sought on the invention entitled 



Gen* Transfer Vector for the; Diagnosis and Therapy of Malign Tumors 
the specificfltiott. of which (check one) 
is attached hereto 



2 0, KZri 



s 



waa fried on 



27 December 1999 




under Serial Number FCT/DE99/04099 and was amended on 

(i£ opposable). 

I hereby state that I have reviewed and understand the contents of the above-identified specification, 
including the claims* as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to the examinatioii of this application in 
accordance with Title 37, Code of Federal Regulations, Section 1-56- 

1 list below any prior foreign application^) for patent or inventor's certificate in respect of which foreign 
priority benefits are claimed under 35 USC 1 1 9; and any prior foreign application^) for patent or inventor's 
certificate in respect of which such foreign priority rights arc not claimed and which has a filing date before 
that o C any application in respect of which such foreign priority benefits are claimed: 



Application Number 


Country 


Filing Date 

(day, mofcth. year) 


Priority 
Claimed under 
35 USC 119 


193 60 602.3 


Crcrmanv 


29 December 1998 


YES: V 
NO: 








YES: 
NO: 








YES; 
NO: 



I hereby claim the benefit under Title 35, United States Code, §1 19(e) of any United States provisional 
application^) listed below. 



Appli c ation No^ 



Filing Date 



893-d JQ0/ZO0 d 709-1 mO 908 2i24 m^en j uuM»riin:w sr jjoimuqjj u^Zl 10-20- 
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I hereby appoint the following attorney^) and/or agentfs) to prosecute this application and to transact all 
business in the Patent and Trademark Office connected therewith: 



Bruce S. Londa (33,531) Lortaicr P. Brooks (15,155) William fL Robinson (27,224) 
Kurt G* Brfcco (33,141) William C, Gcrstcnxaiig (27,552) Robert A. Hyde (46,354) 
Davy Zoneridch (37^7) Mark A. Montana (44^948) 





Family NartiB f ^^^fj 
I 


First Grvori Nam* 

Bemd„_ ^ 


Second Given Name 


<^Iw of'^cisTtferi tit* /^7\ / 

Berlin 


^"Siaie or Foreign Country 
Germany 


Country of Citizenship 
Germany 


HPoftOmecrAddUrr** 
Lycksdlce 47 


City 

D-14055 Berlin 


Stare & ZBP/Coiintry 
Germany 


Vr ^ 


Family Name*" ^\ 
WOLFF 


P*iwt Given N*ra 

Gerhard^.- 


Second Given Name 




Stare or Foreign Country 
Germany 


Country of CitHwosaip 
Germany 


Post OfTuS Address ,>C>#^ / 
GetHo<ij.uLmwuU»p6» gr 


^1W7 Berlin 


State & ZIP/Country 
Germany 


203 


Family Name 
ROYER 


First Given Name 
Hans-Dieter 


Second Given Nwac 


City of Rcrfdenaft 
Berlin 


State or Foreign Country 
Germany 


Country of Cifemship 
Germany 


Post Q£Gce Address 
Tfflnmser Strasse 52h. 


Cixy 

I> 14191 Berlin 


State i 2TJFVCcmntry 

Germany 


204 


Family Name 

woischwill 


First Given Name 

Qiristiane 


Second Given Name 


City of Residence 
Berlin 


State ot Foreign Cavitary 
Germany 


Country of Citizenship 
Germany 


Post Office Address 
Lehder Strasse 72 


City 

D-13086 Berlin 


State & iaip/CQuntry 
Germany 



400/€00'd tOB-i 



mo BOB 
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205 



206 



207 



208 



209 



1 family T^w^ e 

JAKZ _ 
dry of Reside 

Berlin 



gainer StrsLSSe 30 



Family Name 
SCH UMACHER , 



Bcrlm 



P^at Sffice Address 



City of Residence 



Podf office Address 



Family "Name 



cSy af Residence 



Fosl Otftc© Address 



Fddiily "Name 



City of ResicJ«"» 



Pofll Office Addr«&s 



, , , T-i^^lftratioa a^d- Power of A«orrwr/ 



First Givoa N**«c 
Mattin 



-| Stn ^ tirFonngn Country 

Germany 



City 

p-13359 Berlin 




Second Qlveu 



Country of Citizcoa^P 





First Gi-vcn Name 
Axel 



Foreign Country 
Germany 



City 



Second Oivcn Karrie 



Country of* Citizenship 
German^ . 



i 



First Oi^ Nam* 



State or Foreign Country 




State ^ ZTPiCauntn/ 

Q^rmBny 

Second Given 

Country of Crozcnsh+p 



City 



pirst Given Nam* 



State & ZEP/Cmmtry 



Second Giv<^ Name 



State or Foreign Country 



Country of CStfcw*** 1 *P 



City 



f irei CHven Name 



State or Foreign Courtly 



State &. ZlP/Country 
Secant (Jiv*" Nam* 



Country orCfe^pahip 



City 



State A ZlP/Coumry 



mo ana 212+- 
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210 



Family Nsurtc 



City of Res/dfcnc* 



Po$i Office Address 



First Qtven Kfttti* 



Star* at ForeigB Country 



City 



Second Given Nam* 



Country of Citizenship 



State & ZJt /Country' 



I hereby declare that aH statements made herein of my own knowledge are true and that all statements made 
on iuf oonation ***** belief are believed to bo true; and tether that these statement* were made with the 
knowledge that willful false statements and the like so made are punishable by fine or imprisonment, or 
both, under section 1001 of Title 18 of the United States Code, and that such wtUful false statements maty 
jeopardize the validity of the application or any patent issuing thereon. 


Signature of ftrvcutor 201 


Date 


Signature oflnviotor 202 ^ J^^y^ 




Signature of Investor 2 03 * '/ 


Date 


Signature, of lnv^crtor 204 


Date 


Signature of IavctUor 20S 


Pate 


Signature of Inventor 206 


Date 


Signature of Inventor 207 


Date 


Signature of fovfcntor 20S 


Daw 


Sigaarura of Invajotor 209 


Date 


Signature of tovtiaior 210 


Date 
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101195-54 

ADDED PAGE TO COMBINED DECLARATION 
AND POWER OF ATTORNEY FOR SIGNATURE BY JOINT INVENTORS 
ON BEHALF OF NONSIGNING INVENTOR WHO REFUSES 
TO SIGN OR CANNOT BE REACHED (37.CER1 .47(a)) 

I. I am an above named joint inventor and have signed this declaration on my own behalf 
and also sign this declaration nnder 37 CFR 1.47(a) on behalf of the lionsigniug joint inventor, 
particulars for whom are: 

Full Name of second nonsigning inventor, Gerhard Wolff, 
who refuses to sign and cannot be found or reached. 
Country of citizenship of nonsigning inventor - Germany 
Last known address of nonsigning inventor - Karl-Liebknecht-Strasse 23, 

16548 Glienicke (Nordbahn), Germany 

II. Accompanying this declaration is: 

L A Statement of Facts in Support of Filing on Behalf of Nonsigning Inventor 
2. The Petition Fee of $130.00 (37 CFRL17( i )) 

x 

Bernd Dorken 



Hans-Dieter Royer 
Christiane Woischwill 



Martin Jaoz 




Axel Schumacher 
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ADDED PAGE TO COMBINED DECLARATION 
AND POWER OF ATTORNEY FOR SIGNATURE BY JOINT INVENTORS 
ON BEHALF OF NONSIGNING INVENTOR WHO REFUSES 
TO SIGN OR CANNOT BE REACHED (37,CERL47(a)) 

I. I am an above named joint inventor and have signed this declaration on my own behalf 
and also sign this declaration under 37 CFR L47(a) on behalf of the nonsigning joint inventor, 
particulars for whom are: 

Full Name of second nonsigning inventor, Gerhard Wolff, 
who refuses to sign and cannot be found or reached. 
Country of citizenship of nonsigning inventor - Geimany 
Last known address of nonsigning inventor - Karl-Liebknecht-Strasse 23, 

16548 Glienicke (Nordbahn), Germany 

II. Accompanying this declaration is; 

1. A Statement of Facts in Support of Filing on Behalf of Nonsigning Inventor 

2. The Petition Fee of $130.00 (37 CFR1J7( i )) 



Bernd Dorken 
Hans-Dieter Royer 
Christiane Woischwill 
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101195-54 

ADDED PAGE TO COMBINED DECLARATION 
AND POWER OF ATTORNEY FOR SIGNATURE BY JOINT INVENTORS 
ON BEHALF OF NONSIGNING INVENTOR WHO REFUSES 
TO SIGN OR CANNOT BE REACHED (37.CER1, 47(a)) 

I. I am an above named joint inventor and have signed this declaration on my own behalf 
and also sign this declaration under 37 CFR 1.47(a) on behalf of the nonsigning joint inventor, 
particulars for whom are: 

Full Name of second nonsigning inventor, Gerhard Wolff, 
who refuses to sign and cannot be found or reached. 
Country of citizenship of nonsigning inventor - Germany 
Last known address of nonsigning inventor - Karl-Liebknecht-Strasse 23, 

16548 Glienicke (Nordbahn), Germany 

IE. Accompanying this declaration is: 

1 . A Statement of Facts in Support of Filing on Behalf of Nonsigning Inventor 

2. The Petition Fee of $130.00 (37 CFR1J7( i )) 



Bernd Dorken 



Hans-Dieter Royer 



Christiane Woischwill 
Martin Janz— J ^ 



Axel Schumacher 



